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Bef ore SCHAFER, Vice Chief Adm nistrative Patent Judge, and
JOHN D. SM TH and WALTZ, Adm nistrative Patent Judges.

WALTZ, Adm nistrative Patent Judge.

! Application for patent filed July 9, 1992. According to
appel l ants, this application is a continuation of Application
07/798, 835, filed Novenber 25, 1991, now abandoned, which is a
conti nuation of Application 07/542,389, filed June 23, 1990,
now abandoned, which is a continuation-in-part of Application
07/ 384,530, filed July 24, 1989, now abandoned.
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DECI SI ON ON APPEAL
This is an appeal under 35 U.S.C. § 134 fromthe
exam ner’s final rejection of clains 1 to 20, which are al
the clains in this application?

According to appellants, the present invention is
directed to physiol ogical visco-elastic fornulations which
contai n hyaluronates in a balanced salt solution including
cal cium and magnesiumions. One inportant feature of these
formul ations is that they resenble or approach the conposition
of the aqueous hunor of the human eye. These conpositions
have enhanced ocul ar conpatability and are useful in
i ntraocul ar surgical procedures (brief, pages 1-2).

Appel l ants’ brief includes a statenment that the clains on
appeal do not stand or fall together (page 2). Contrary to

the exam ner’s assertion on page 2 of the answer, appellants

2 The final rejection, nmailed March 24, 1993, states that
claims 1 to 22 are pending and are rejected (see PTOL- 326,
Part 11, Itenms 1 and 4, and page 3, line 2, of the Fina
Rej ection). However, page 2 of the Final Rejection correctly
states that clains 1 to 20 are presented for exam nati on and
are “again rejected’. Since appellants’ brief states that
claims 1 to 20 are pending and have been finally rejected
(page 1), the examiner’s error in the Final Rejection is
harm ess.
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do present reasons in support of this statenent (see pages 12-
13 of the brief). However, these reasons advanced by
appel l ants are nmerely statenents setting forth the limtations
of the dependent clains and do not provide reasons why these
clainms are patentable over the reference. Therefore, the
clainms stand or fall together. See 37 CFR § 1.192
(c)(5)(1993) and In re Herbert, 461 F.2d 1390, 1391, 174 USPQ
259, 260 (CCPA 1972)(“Wiile appellant’s reply brief enphasized
that his clains ‘are of varying scope and do not stand or fal

together,” he has failed to point out what rel evance the

additional limtations have to the patentability of the
narrower clains...”).
The subject matter on appeal is adequately illustrated by

claim1, reproduced bel ow

1. A physiological visco-elastic formulation conprising
hyal uronate salt in an anmobunt in the range of about 0.1%to
about 5% by weight in a bal anced salt solution containing
calciumions present in a concentration in the range of about
2.6 mMMto about 3.9 mM and nmagnesi umions present in a
concentration in the range of about 1.2 nMto about 1.8 nM
said formul ation being ionically and osnotically bal anced and
bei ng free of phosphates.
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The reference relied upon by the exam ner is:
Derwent Abstract # C87-0810373 published March 6, 1987
(hereafter the “Abstract”), an abstract of Yanmanoto et al.
(Yamanot 0), Japanese 62-122671, Laid Open June 3, 1987.

Clains 1 to 20 stand rejected under 35 U . S.C. § 103 as
unpat ent abl e over the Abstract®. W affirmthis rejection
but, for reasons noted bel ow, we denom nate this “affirnmance”
as a new ground of rejection pursuant to our authority under

37 CFR

§ 1.196(b).

® The exam ner lists the abstract nunmber as “C87-08/ 037"
(answer, page 2), but fromthe copy of record it appears the
abstract nunmber is “C87-081037". |Inexplicably, throughout the
prosecution of four applications dating from 1989, neither the
exam ner nor appellants have relied upon the Japanese Patent
Publication that forns the basis for the abstract. This is
even nore puzzling since appellants have submtted the
Japanese Patent Publication and a translation thereof in the
Informati on Di sclosure Statenent filed March 18, 1996 (see
Paper No. 40). The examner initialled Form PTO 1449 and sent
the Letter of May 15, 1996 (Paper No. 41) but did not elect to
nmention the Japanese reference or translation. For purposes
of this appeal, we will refer to the translation of Japanese
62-122671 as “Yamanoto” and the Derwent Abstract as the
“Abstract”.

41t is noted that the exam ner nmade new grounds of
rejection in the answer. However, in response to appellants’
reply brief, the exam ner has wthdrawn all new grounds of
rejection (see the Suppl enental Exam ner’s Answer nail ed Sept.
13, 1996). These rejections are therefore not before us on
appeal .
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OPI NI ON

The physi ol ogi cal visco-elastic formulation of appeal ed
claim1l contains 0.1 to about 5% hyal uronate salt in a
bal anced salt solution containing 2.6 to 3.9 mllinoles (nV)
of calciumions and 1.2 to 1.8 nM of magnesiumions, with the
formul ati on being free of phosphates.

The Abstract discloses a fornmulation of 1 to 2%
hyal uronat e and/ or hydr oxypropyl mnethyl cellulose (HPMC) in a
bal anced salt sol ution containing calciumand nagnesi um i ons.
The formulation is free of phosphates and useful for
preventing corneal danage in eye operations. Simlarly to
appel l ants’ formul ation, the Abstract teaches that the
preferred buffer is one whose conposition resenbles that of
t he agqueous hunor. The Abstract discl oses one specific
exanple to a bal anced salt solution containing magnesi um i ons
and cal ciumions with HPMC

Appel lants cite Gasser in the brief (page 6) as prior art
that shows the conposition of the human aqueous hunor is wel

known®. Gasser also discloses the relatively simlar BSS and

® "Effects of Intraocular Irrigating Solutions on the
Cor neal Endothelium After in Vivo Anterior Chanber

5
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BSS PLUS physiologic irrigation solutions for use during
surgi cal procedures of the eye (BSS is discussed on page 5 of
the specification).

The exam ner’s position is that the Abstract teaches
magnesi um salt as one of many ingredients in a hyal uronate
(and/ or HPMC) solution (answer, pages 2-3). The exam ner
further states that every clained salt conponent is disclosed
by the Abstract and “[T]o nodify the concentrations of the
prior art conposition and use it for the sanme purpose woul d

have been within the skill of [the] artisan” (answer, page 3).

Appel  ants argue that the Abstract fails to establish a
prim facie case of obviousness for the follow ng reasons: (1)
no magnesiumis present in the preferred buffer solution of
the Abstract; (2) no hyaluronate salt is present in the single
exanpl e of the Abstract; (3) even when magnesiumis included
in the Abstract, it occurs at a nmuch higher concentration than

that of the appealed clains; and (4) the purpose of the

Irrigation”, Gasser et al., Am J. Ophthal nol ogy 99: 321- 328,
March 1985 (only page 322 of record).

6
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magnesiumis different in the Abstract than in the present
application (see the brief, pages 5-7 and 9-10).

It is clear from Yanmanoto t hat magnesi um and cal ci umions
are present in buffered solution with hyaluronate salt (see
the second exanple of the translation at page 6). This
“Enbodi nent 2" of Yamanoto rebuts appellants’ first two
argunents. Regardi ng the argunent that the
concentration of the magnesi umtaught by Yamanoto was hi gher
t han appellants’ clained concentrations® it would have been
well within the skill of the art to nodify the concentrations
di scl osed by Yamanoto in |ight of the teaching by Yamanoto
that “[Ajdjustnment is desired so that it has a liquid
characteristic resenbling the nature and concentration
exi stent within the agueous hunor within the eye” (page 3).

G ven the well known conposition and concentrations in the

aqueous hunor of the human eye (see Gasser), it would be

¢ Appel l ants present the differing concentrations on page
6 of the brief w thout explanation as to how the nM
concentration of My was cal cul ated for the Abstract. From our
cal cul ations, the My concentration of the Abstract is 2.5 nM
(1 mole MySO,/ 120.3 g X 1000 m /1 liter X 0.03 g MySQ/ 100 m
of solution). However, since this value is simlar to
appel | ants’ cal cul ated val ue of 2.63, for purposes of this
appeal we will use appellants’ val ue.

7
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routi ne experinentation to determ ne the optinmm
concentrations of each conponent of the fornul ation of
Yamanot o. The concentrations woul d not have to be exactly the
same as in the aqueous hunor of the human eye (note the

di ffering concentrations of the conponents for BSS and BSS
PLUS). Appellants have failed to note that the concentration
of the other inportant ion (calciunm disclosed by the Abstract
Is very simlar to the aqueous hunor of the human eye (1.82 nmM
of calciumin the Abstract vs. 1.8 mMfrom Gasser) but the
concentration of calciumin the appealed clains is nmuch higher
(2.6 to 3.9 MM see claiml).

As to appellants’ final argunment, we can find no support
in the Abstract or Yamanoto for appellants’ allegation that
magnesiumis only present in the reference as a counter or
carrier ion for sulfate. It appears, since sulfate is not
listed as a constituent of the human aqueous hunor (see
Gasser), that magnesiumis the inportant ion and that sulfate
is only used as a counter or carrier ion.

The Abstract and Yanmanoto di scl ose every aspect of the
cl ai med subject natter except the specific concentrations.
These concentrations, as noted above, would be well within the

8
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ordinary skill of the art given the teaching of the Abstract
and Yamanoto that the fornulation should resenble the well
known nature and concentration existing within the aqueous
hunor of the hunman eye.

For the foregoing reasons, we conclude that the subject
matter of clainms 1 to 20 woul d have been prima facie obvious
based on the disclosure and teachings of the Abstract and
Yamanot o. The burden of coming forward with evi dence or
argunment shifts to the appellants. After evidence or argunent
is submtted by the appellants in response, patentability is
determ ned on the totality of the record, by a preponderance
of evidence with due consideration to persuasi veness of
argument. See In re Cetiker, 977 F.2d 1443, 1445, 24 USPQd
1443, 1444 (Fed. Gr. 1992).

Appel l ants submt that the Mello Declaration under 37 CFR
8§ 1.132, filed Dec. 14, 1992, shows that the present
hyal ur onat e- cont ai ni ng conpositions provi de unexpected
benefits (brief, pages 3-5). The Mello Declaration identifies
an abstract of a McCulley et al. article (hereafter

“McCul l ey”) that conpares Vitrax, a conmmercial enbodi nent of
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the present invention, with Amvisc and Heal on, two
commerci al ly avai |l abl e hyal uronat e-cont ai ni ng conpositions
that include no magnesi umi ons.

The exam ner notes that the conparison in the Declaration
is with conpositions that contain no magnesi umions but the
prior art used in the rejection “clearly contains nmagnesi unf
(answer, pages 5-6). The exanmi ner further states that
“[ Al ppel | ant has presented no evidence to establish the
criticality of the concentrations used by the present
application over the prior art of record” (answer, page 6).

A Rule 132 affidavit (or declaration), to be effective,
must conpare the clai ned subject nmatter with the cl osest prior
art. In re Burckel, 592 F.2d 1175, 1179, 201 USPQ 67, 71
(CCPA 1979). W agree with the exam ner that the Anvisc and
Heal on conpositions, which do not contain “significant
concentrations” of calciumor magnesiumions (see page 2 of
the Mell o Declaration), are not the closest prior art.
Yamanot o cont ai ns magnesi um and calciumions in simlar
concentrations and is the closest prior art of record.

Furthernore, it is not clear if the clainmed subject natter was

10
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conpared. The MCulley article conpares Vitrax (E Weck),

Anvi sc, Healon and two | aboratory fornul ations using the sane
concentration of Vitrax SH (sodi um hyal uronate). Neither
McCul I ey nor the declarant Mello identifies these | aboratory
conpositions’. However, it appears that the best results
occurred with these lab fornulations. For the first

procedure, the lab fornulations were nontoxic while Vitrax
caused sone transient acute damage (although it was nuch | ess
toxi ¢ than Anvisc or Healon). For the second procedure (to
sinmul ate leaving the material in place after surgica

closure), all of the comrercial preparations (Vitrax, Amisc,
and Heal on) were toxic. The MCulley article further states
that the lab formul ations using Weck SH were tol erated | onger
than any of the comercial products. To properly evaluate the
conmparisons in the McCulley article, the conpositions of each
preparati on woul d have to be known to determne if the clained

subj ect matter was conpared agai nst the closest prior art.

" Mello does identify the Vitrax formul ati on as bei ng
“substantially identical” to the ionic conposition of appeal ed
claim9 (Declaration, page 1). VITRAX™is identified by a
product information sheet , filed on Oct. 1, 1993, as Paper No.
30. Neither appellants nor declarant state whether the Vitrax
(E. Weck) of the McCulley article is equivalent to VI TRAX™

11
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For the foregoing reasons, we conclude that the subject
matter of clainms 1 to 20 woul d have been prima facie obvious
based on the disclosure and teachings found in the Abstract
and Yamanoto. W al so concl ude that appellants have not
present ed objective evidence of nonobvi ousness, on this
record, which would serve to rebut the prina facie case.
Accordingly, the examiner’s rejection of clains 1 to 20 under
35 U.S.C. §8 103 as unpatentable over the Abstract is affirned.
However, since we have el aborated on the reasoning of the
exam ner and referred to the translation of the Japanese
reference and Gasser that was the basis of the abstract, we
denom nate this “affirmance” as a new ground of rejection
pursuant to our authority under 37 CFR § 1.196(b).

Any request for reconsideration or nodification of this
deci sion by the Board of Patent Appeals and Interferences
based upon the sanme record nust be filed within one nonth from
the date of the decision. 37 CFR § 1.197. Should appellants
el ect to have further prosecution before the examner in
response to the new rejection under 37 CFR 8§ 1.196(b) by way

of amendnent or showi ng of facts, or both, not previously of

12
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record, a shortened statutory period for making such response
is hereby set to expire two nonths fromthe date of this
deci si on.

No time period for taking any subsequent action in

connection with this appeal may be extended under 37 CFR

§ 1.136(a).
AFFI RVED - 37 CFR § 1.196(b)
Rl CHARD E. SCHAFER )
Vice Chief Adm nistrative Patent Judge)
)
)
) BOARD OF
PATENT
JOHN D. SM TH ) APPEALS AND
Adm ni strative Patent Judge ) | NTERFERENCES
)
)
)
THOVAS WALTZ )
Adm ni strative Patent Judge )
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